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encapsulated chemotherapy drug and an immunostimulating 
cytokine, 

wherein the cytokine is encapsulated in 
multilamellar liposomes (MLV) , 

said treatment being characterized in that the 
subject is administered on non-consecutive days with two or 
more DOSES of said liposome encapsulated cytokine, . 

a first dose being administered^ af tor a time ■ 
J-nj"- ^^" " ^^^ "! ' following administration of said chemotherapeutic 
drug, 

wherein the time intGrvo ^ between administrations i 
such that the therapeutic effect of the combined 
administrations is greater than the sum of the therapeutic 
effects produced by administration of said chemotherapeutic 
drug alone and by administration of said immunostimulating 
cytokine alone. 

55. (New) The method c^f claim 54, wherein said 
first dose of liposome encaj^s^^ated cytokine is administered 
at least three days after ^^oip^nistration of said 
chemotherapeutic drug . 

c^'^^. (New) The method of claim ^f^, wherein said 
cytokine is selected from the group consisting of interleukin 
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2 (IL-2), IL-12, IL-15, IL-18, INF-y. INF-a, INF-p, G-CSF, and 
GM-CSF. 

57. (New) The mg^hod of claim 55, wherein said 
cytokine is selected tfc^ the group consisting of 
interleukins-2 (IL-^ IL-15, IL-18, INF-Y/ INF-a, INF- 

G-CSF, and GM/CSF. 
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/q . (New) The method of claim wherein said 

cytokine is IL-2 . 

59. (Nev^^The method of claim 57, wherein said 
cytokine is 11/^2. 

\. (New) The method of claim ^^^4^wherein the 
liposomes'" comprise at least one lipid selected from the group 
consisting of dimyristoyl phosphatidyl choline (DMPC) , 
dimyristoyl phosphatidyl glycerol (DMPG) , 1 , 2-distearoyl-3- 
trimethylammonium propane (DSTAP) , phosphatidyl choline, 
phosphatidyl ethanolamine and cholesterol. 

61. (New) The method of c'^/^^ bb wherein the 
liposomes comprise at least one 3/tpid selected from the group 
consisting of dimyristoyl ^TTD:^hatidyl choline (DMPC), 
dimyristoyl phosphatidyl (^^s^rol (DMPG) , 1 , 2-distearoyl-3- 
trimethylammonium prop^e (DSTAP) , phosphatidyl choline, 
phosphatidyl ethanolamine and cholesterol. 
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(New) The method of claim 



(New) The method of claim wherein said 

cytokine is encapsulated in liposomes comprising (1) DMPC and 
(2) at least one additional lipid selected from the group 
consisting of dimyristoyl phosphatidyl glycerol (DMPG) , and 
1 , 2-distearoyl-3-trimethylammonium propane (DSTAP) ^ said at 
least one additional lipid being in an amount of up to 50%. 

63. (New) The method or claim 61, wherein said 
cytokine is encapsulated in liposomes comprising (1) DMPC and 
(2) at least one addit ior^^l\^^ selected from the group 
consisting of dimyristoyl /pJnJsphatidyl glycerol (DMPG) , and 

1 , 2-distearoyl-3-trimetiiylammonium propane (DSTAP) , said at 
least one additional/lipid being in an amount of up to 50%. 

64. (new) The method of claim 6^, wherein said 
liposome is composed of DMPC and DMPG. 

65. (New) The methr/a of claim 63, wherein said 
liposome is composed of DMPJZ^a/id DMPG. 

/ (New) The method of claim wherein the 

liposome comprise DMPC and DMPG in a molar ratio of about 9:1, 

67. (New) The metho3\^sxr claim 65, wherein the 



a molar ratio 



liposome comprise DMPC and DMPJ^ i^ry a. molar ratio of about 9:1 

(new) The method of claim 5^, wherexn said 




chemotherapeutic drug is selected from the group consisting of 
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a chemotherapeutic anthraquinone, cisplatin, and a 
topoisomerase I inhibitor. 

69. (new) The metho^of claim 55, wherein said 
chemotherapeutic drug is ^T;^ted from the group consisting of 
a chemotherapeutic anthr^kirfione, cisplatin, and a 
topoisomerase I inhibitor. 




JJO . (New) The method of claim ^8, wherein said 
^ chemotherapeutic drug is doxorubicin (adriamycin) , 

71. (New) The mQ(T3^^»a of claim 69, wherein said 
chemotherapeutic drug is doxd^/ubicin (adriamycin). 

1/2, (New) A method for antitumor therapy, 

comprising 

administering to a subject in need of such 
treatment, a therapeutically effective amount of a 
chemotherapeutic drug encapsulated in liposomes and an 
immunostimulating cytokine encapsulated in MLV, 

said treatment being characterized in that the 
subject is administered on non-consecutive days with two or 
more doses of said liposome encapsulated .cytokine, a first 
dose being administered^er f tor ^ t i me intor va l. following 
administration of said liposome encapsulated chemotherapeutic 
drug, wherein the time ^i> n - tcrva 4> between administration of said 
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liposome encapsulated chemotherapeutic drug and said liposome 
encapsulated cytokine is such that the combined therapeutic 
effect of said administrations is greater than a sum of the 
therapeutic effects produced by administration of the liposome 
encapsulated chemotherapeutic drug alone and by administration 
of said liposome encapsulated chemotherapeutic drug alone and 
by administration of said liposome encapsulated 
immunostimulating cytokine alone. 



r 



73, (new) The method of cj-^m 12, wherein said 
liposome encapsulated cytokin^^^ys administered at least three 
days after administration j?ff s^id liposome encapsulated 
chemotherapeutic druc 



(New) The method of claim^^^^?^, wherein said 
cytokine is selected from the group consisting of interleukin- 
2 (IL-2), IL-12, IL-15, IL-18, INF-y, INF-a, INF-(3, G-CSF, and 
GM-CSF. 

75. (New) The method/of claim 13, wherein said 
cytokine is selected from thV^group consisting of interleukin- 
2 (IL-2), IL-12, IL-15, I^is"; INF-y, INF-a, INF-p, G-CSF, and 
GM-CSF. 

\r. 

l/b . (New) The method of claim 1/4, wherein said 
cytokine is IL72. 
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77. (New) The mdchod of claim 75, wherein said 
I cyt okine is IL-2 . X ^ 

' 1/^. (New) The method of claim ^2 wherein the 
liposomes encapsulating said immune stimulating cytokine 
comprise at least one lipid selected from the group consisting 
DMPC, DMPG, DSTAP, phosphatidyl choline, phosphatidyl 
ethanolamine and cholesterol. 

79. (New) The method o^claim 73 wherein the 
liposomes encapsulating said iWrfto cytokine 
comprise at least one lipid s^lfe^ed from the group consisting 
DMPC, DMPG, DSTAP, phosphatidyl choline, phosphatidyl 
ethanolamine and choles/terol . 



y80. (new) The method of claim j?^. 



wherein said 



cytokine is encapsulated in liposomes comprising (1) DMPC and 
(2) at least one additional lipid selected from the group 
consisting of DMPG and DSTAP, said at least one additional 
lipid being in an amount of up to 50%. 

/ 

81. (new) The method oy claim 79, wherein said 
cytokine is encapsulated inj^pp^omes comprising (1) DMPC and 
(2) at least one additional ^PiU selected from the group 
consisting of DMPG and DSTAP, ^-kaid at least one additional 
lipid being in an amount/of up to 50%. 



- 7 - 



In re of Appln.^b, 09/555,674 



(New) The method of claim^^^8<5^ wherein said 



liposome comprise of DMPC and DMPG. 



liposome comp 



83. (New) The m^^E^Kdd of claim 81, wherein said 
rises of DMPjS (^>d DMPG. ^ 

y 16 



§4. (new) The method of claim wherein the 

liposome DMPC and DMPG are present in a molar ratio of about 
9:1, 



85. (new) The metho 
liposome DMPC and DMPG are pre 





claim 83, wherein the 
in a molar ratio of about 



10 




'6. (new) The method of claim wherein the 

liposomes encapsulating said chemotherapeutic drug comprise 1- 
10 mole percent of a lipid having a polar head group 
dericatized with a polyethylene glycol (PEG) chain which has a 
molecular weight of between 750 and 10,000 dalton. 

87. (new) The method of /claim 73, wherein the 
liposomes encapsulating said cherptotherapeutic drug comprise 1- 
10 mole percent of a lipid hl^?jg a polar head group 
dericatized with a polyethvien¥ glycol (PEG) chain which has a 
molecular weight of between 750 and 10,000 dalton. 

>88, (New) The method of claim 7^, wherein said 
chemotherapeutic drug is selected from the group consisting of 
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a chemotherapeutic anthraquinone, cisplatin, and a 
topoisomerase I inhibitor. 

89. (New) The methdci of claim 73, wherein said 
chemotherapeutic drug is ste^ftected from the group consisting of 
a chemotherapeutic anther a (^ijkmone, cisplatin, and a 
topoisomerase I inhibitor. 



)0. (new) The method of claim 8^, wherein said 
chemotherapeutic drug is doxorubicin (adriamycin) . 

91. (new) The m^lfho<f of claim 89, wherein said 
^chemotherapeutic drug is dqKo\ubicin (adriamycin) . 



'A % 

c^^9^. (new) The method of claim 90, wherein said 
chemotherapeutic drug is polyethylene glycol-coated liposomal 
doxorubicin . 



93. (new) The met^itod x5^f claim 91, wherein said 
chemotherapeutic drug is poly^^^^ene glycol-coated liposomal 
doxorubicin . 




REMARKS 

The Official Action of October 4, 2001, and the 
prior art cited and relied upon therein have been carefully 
reviewed. The claims in the application are now claims 54-93, 
and these claims define patentable subject matter warranting 



